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. As a control for the effects of FC-THF on the ΔC5 mutants of TASK-1 and TASK-3 (which cannot bind 14-3-3) we tested the effects of FC-THF on another K 2P -channel, TREK-1, which also does not interact with 14-3-3 proteins. TREK-1c is one of the most common splice variants of TREK-1. (A) The gating of TREK-1 is strongly up-and down-regulated by phosphorylation (1,2). To prevent phosphorylation via PKA the serine residue at amino acid position 344 was replaced by alanine (1); to mimic phosphorylation via PKG the serine residue atposition 362 was replaced by aspartate (2) . These mutations led to stabilised and Values in parentheses are for highest-resolution shell. Values in parentheses are for highest-resolution shell. , which was semisynthetically derived from FC-H, as shown in Scheme S2. FC-THF from FC-J is summarized in Figure 4 . Semi-synthetic details are as follows. 
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Semi-synthesis of aglycones of FC-A and FC-J
Experimental Procedures
,5-triol, (72.8 mg, 0.199 mmol) was dissolved in EtOAc (4 ml). K 2 CO 3 (138 mg, 1.00 mmol) was added and refluxed for 3 days. The reaction mixture was diluted with brine and extracted by EtOAc. The organic layer was washed with H 2 O and dried (Na 2 SO 4 ). After removal of solvents, the residue was purified by flush column chromatography on a silica gel to give the aglycone of FC-A (24.9 mg, 31%). Aglycone of 19-deacetyl-FC-A (1.00 g, 2.73 mmol) was dissolved in CH 2 Cl 2 (20 ml) and cooled at 0 °C. NEt 3 (3.0 ml, 22 mmol) and DMAP (66.4 mg, 0.544 mmol) was added, followed by an addition of p-TsCl (1.03 mg, 5.43 mmol). After being stirred at 0 °C for 1 h, satd. NaHCO 3 solution was added and stirred for 30 min at room temperature. The reaction mixture was extracted with CH 2 Cl 2 . The organic layer was washed with satd. aqueous KHSO 4 and brine and dried (Na 2 SO 4 ). Removal of the solvents gave an oily crude tosylate, which was subsequently dissolved in CH 2 Cl 2 (25 ml) and 2,2-dimethoxpropane (2.6 ml, 21 mmol) was added, followed by an addition of PPTS (101 mg, 0.424 mmol). After being stirred at room temperature for 2 h, the reaction mixture was diluted with H 2 O and extracted with CH 2 Cl 2 . The organic layer was washed with brine and dried (Na 2 SO 4 ). The solvent was evaporated off and the residue was purified by flush column chromatography on a silica gel to give SI-6 (1.10 g, 72% in 2steps). mp 161.0-161.7 °C (EtOAc-hexane); SI-6 (0.912 g, 1.63 mmol) was dissolved in DMSO (30 ml) and the solution was cooled at 0 °C. NaBH 4 (617 mg, 16.3 mmol) was added. After being stirred at 90 °C for 17 h, the reaction mixture was cooled in an ice bath. The reaction was quenched with H 2 O, followed by an addition of satd. aqueous NH 4 Cl. The mixture was then saturated by NaCl and extracted with EtOAc. The organic layer was washed with H 2 O twice and dried (Na 2 SO 4 ). The solvent was evaporated and the residue was purified by flush column chromatography on a silica gel to give SI-7 (0.475 g, 75%). mp 108.0-109.2 °C (EtOAc-hexane); 2,3,4a,5,6,7b,8a,10,10a,13a,  13b,16a,17,17a-tetradecahydro-1H-[1,3 [4,5:7,8] cyclo-octa[1,2-g][1,3,6 ]trioxocin-5-ol.
FC-J (1.59 g, 2.74 mmol) was dissolved in DMF (20 ml) and heated at 40 °C. CSA (127 mg, 0.547 mmol) was added, followed by dropwise addition of 2-methoxypropene (1.73 ml, 18.0 mmol) over 1 h. After 2 h, the reaction was quenched with NEt 3 and DMF was evaporated off in a vacuo. The reaction mixture was diluted by ether and washed with satd. NaHCO 3 aqueous solution. Organic layer was washed with H 2 O and dried (Na 2 SO 4 ). Then, after removal of the solvents, the residue was purified by flush column chromatography on a silica gel to give SI-1 (1.44 g, 80%) . mp 95.0-96.5 °C (EtOAc-hexane); 
SI-2:
(3S,4aR,7bR,8aS,10R,10aR,13aS,13bR,16aR,17R,17aS,E)-7-Isopropyl-3-(methoxymethyl)-4a,12,12,15,15,17-hexamethyl-10-(((2-methylbut-3-en-2-yl)oxy)methyl)-2,3,6,7b,8a,10,10a,13a,13b, 16a,17,17a [4,5:7,8] 
SI-1 (218 mg, 0.329 mmol) and pyridine (67 l, 1.6 mmol) was dissolved in CH 2 Cl 2 (6.6 ml). Dess-Martin periodinane (279 mg, 0.659 mmol) was added to the solution and stirred at room temperature for 2 h. The reaction mixture was diluted by aqueous NaHCO 3 /NaHSO 3 solution and extracted with ether. The organic layer was washed with H 2 O and dried (Na 2 SO 4 ). After removal of the solvents, the residue was purified by flush column chromatography on a silica gel to give SI-2 (198 mg, 91%). mp 175.4-178.4 °C (EtOAchexane); 3, 6] trioxocin-6-yl)acetate. SI-2 (1.20 g, 1.82 mmol) and HMPA (5 ml) was dissolved in THF (90 ml) and the solution was cooled below -70 °C. 0.2 M LDA solution in heptane/THF/ethylbenzene (1.1 ml, 2.2 mmol) was added. After being stirred at -70 °C for 30 min, ethyl iodoacetate (1.1 ml, 9.2 mol) was added dropwise via a syringe. The reaction mixture was stirred for 13 h with raising the temperature slowly to room temperature. The reaction mixture was diluted by brine and extracted with EtOAc. Organic layer was washed with brine twice and dried (Na 2 SO 4 ). After removal of the solvents, the residue was purified by flush column chromatography on a silica gel to give SI-3 ( 1.21 g, 89%) . mp 180.0-184.0 °C (EtOAc-hexane); SI-3 (314 mg, 0.421 mmol) was dissolved in THF (21 ml). Then, 1.0 M LiAlH 4 solution in THF (1.0 ml, 1.0 mmol) was added. After being stirred at room temperature for 30 min, the reaction mixture was partitioned between EtOAc and brine. Organic layer was washed with brine three times and dried (Na 2 SO 4 ). After removal of the solvents, the residue was purified by flush column chromatography on a silica gel to give SI-4 (298 mg, quant.). 3, 6] trioxocine. SI-4 (281 mg, 0.399 mmol) was dissolved in THF (2 ml). PPh 3 (214 mg, 0.816 mmol) was added, followed by an addition of DEAD solution (40 wt.% in toluene, 0.38 ml, 0.822 mmol) dropwise. After being stirred at room temperature for 15 h, the solvent was evaporated. Then, the mixture oil was purified by flush column chromatography on a silica gel to give SI-5 (280 mg, quant.). SI-5 (62.9 mg, 0.0913 mmol) was dissolved in 1N HCl EtOH solution (5 ml) and stirred at room temperature for 26 h. The reaction was quenched with NEt 3 and EtOH was evaporated. Then, the mixture was dissolved in CH 2 Cl 2 (5 ml) and 2,2-dimethoxpropane (0.20 ml, 1.69 mmol) was added, followed by an addition of PPTS (10.8 mg, 0.0395 mmol). After being stirred at room temperature for 16 h, the reaction mixture was quenched with an addition of H 2 O and extracted with EtOAc. The organic layer was washed with brine and dried (Na 2 SO 4 ). After removal of the solvents, the residue was purified by flush column chromatography on a silica gel to give FC-THF (44.4 mg, 84%). mp 201.3-203.9 °C (EtOAc-hexane); 
